**Abstract**

**Objective**: The common single nucleotide polymorphism (SNP) rs1360780 (C/T) of the FK506 Binding Protein 5 (FKBP5) gene is involved in regulation of glucocorticoid receptor sensitivity and has association with hippocampal function and cognitive ageing. This study investigated the effect of FKBP5 rs1360780 on functional connectivity (FC) and cognitive performance in non-demented Han elderly people.

**Methods**: Resting fMRI scanning, genotyping, and cognitive evaluation using the Mini-mental state examination and the Wechsler digit span forward and backward test were carried out in 83 non-demented elderly individuals (mean age: 66.6, range: 60--85). An independent component analysis (ICA) of resting fMRI data was carried out. Multiple linear regression analyses were performed to determine the relationship between cognitive performance and FC in different genotypic groups.

**Results**: There were no significant differences in the demographic and neuropsychological characteristics between the 38 T-allele carriers (C/T, T/T) and 45 non-T-allele carriers (C/C). For the FC analysis, we identified significant differences in salience network (SN; anterior hippocampal formation, subcortical network and dorsal anterior cingulate) and default mode network (DMN; temporal-parietal junction, precuneus, and angular gyrus) between T allele carriers and non-carriers (p=0.002, 0.010, respectively): connectivity was positive in T-allele carriers but negative in non-carriers. Moreover, DMN connectivity was positively correlated with digit span forward scores in T-allele carriers (r=0.118, p\<0.05).

**Conclusion**: Current study suggested that FKBP5 rs1360780 may modulate brain SN and DMN in the elderly population and potentially affect cognitive ageing through its effect on brain connectivity.
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